
Europaisches Patentamt 
European Patent Office 
Office europeen des brevets 



lllllllllll 



(jj) Publication number: 



0 426 479 A1 



® 



EUROPEAN PATENT APPLICATION 



<5i) Application number: 90311995.6 
@ Date of filing: 01.11.90 



© Int. CIA A61K 31/415, A61K 31/34, 
A61K 31/165, A61K 31/19, 
A61K 31/44, //(A61K31/415, 
31:1 9,31 :165),(A61K31/34, 
31 :1 65),(A61 K31/1 65,31 :1 35), 
(A61K31/19,31:135), 
(A61K3 1/44,31:1 9,31:1 65) 



(§> Priority: 02.11.89 US 430837 


@ Applicant: McNEIL-PPC, Inc. 


@ Date of publication of application: 


Van Liew Avenue 


Miiltown New Jersey 08850(US) 


08.05.91 Bulletin 91/19 




<£> Designated Contracting States: 


@ Inventor: Goldman, William J. 


855 Lewis Lane 


AT BE CH DE ES FR GB IT LI 


Ambler, PA 19002(US) 




Inventor: Gates, Thomas N. 




132 Sandy wood Drive 




Doylstown, PA 18901 (US) 




© Representative: Mercer, Christopher Paul et ai 




Carpmaels & Ransford 43, Bloomsbury 




Square 




London WC1A 2RA(GB) 



(£) Pharmaceutical composition and methods for treating the symptoms of overindulgence. 



rs 

CO 



Q. 
LU 



© This invention relates to a pharmaceutical com- 
position for treating the symptoms of overindulgence 
comprising an analgesic effective amount of ac- 
etaminophen or a non-steroidal anti-inflammatory 
drug and a gastric acid inhibiting effective amount of 
an Hi or H 2 blocker, proton pump inhibitor or a 
combination thereof and methods of treating the 
symptoms of overindulgence comprising administer- 
ing such pharmaceutical compositions. 
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PHARMCEUTICAL COMPOSITIONS AND METHODS FOR TREATING THE SYMPTOMS OF OVERINDUL- 
GENCE 



Field of the Invention 

This invention relates to pharmaceutical com- 
positions for treating the symptoms of overindul- 
gence. More particularly, the invention comprises 
treating the symptoms of overindulgence with a 
combination of non-steroidai anti-inflammatory drug 
or acetaminophen and a histamine receptor blocker 
and/or a proton pump inhibitor composition 



Background of the Invention 

Non-steroidal anti-inflammatory drugs 
(hereinafter referred to as "NSAID(S)") and ac- 
etaminophen (hereinafter referred to as "APAP") 
are known to be effective analgesics for the treat- 
ment of mild to moderate pain Histamine receptor 
blockers (referred to genericaliy herein as Hi or H 2 
blockers) are effective inhibitors of gastric acid 
production. Proton pump inhibitors have been re- 
cently introduced as effective gastric acid inhibitors 

The symptoms of overindulgence due to ex- 
cessive or inappropriate intake of food and/or al- 
coholic beverage are well known and include head- 
ache as well as indigestion, upper abdominal dis- 
comfort, bloating, heartburn or pyrosis These latter 
symptoms collectively are sometimes referred to 
as acid indigestion or sour stomach. Indigestion 
has been variously described and will be defined 
herein as encompassing one or more of the follow- 
ing symptoms: abdominal pain and/or pressure, 
heartburn, a sense of abdominal fullness or bloat- 
ing, excessive belching or flatulence and a vague 
feeling that digestion has not proceeded naturally 
(See Friedman, L.S., and K. J. Isselbacher, 
"indigestion", Harison f s Principles of Internal Medi- 
cine , 11th Edition, McGraw Hill Book Company, 
N.Y., p 171-175, 1986). 

The pathophysiology of indigestion is generally 
believed to be related to increased intraluminal 
acidity. The effects of alcohol and/or food on the 
gastrointestinal tract are influenced by a number of 
factors, including the mental state of the patient, 
the amount and type of food concurrently ingested, 
the individual subject's tolerance for alcohol and 
the presence or absence of disease. Gastric secre- 
tions stimulated by alcohol are rich in acid and 
normal in pepsin content. Stimulation of the antral 
mucosa by alcohol also leads to increased gastric 
secretion. Histamine has also been shown to be 
released in response to the alcohol-gastrin inter- 
relationship. ( See Glass, G. B. J., B. L. Slomiany 
and A. Slomiany, "Biochemical and Pathological 



Derangements of the Gastrointestinal Tract follow- 
ing Acute and Chronic Ingestion of Ethanol", Bio- 
chemistry and Pharmacology of Ethanol , VoTT 
Plenum Press, N.Y., p 551-586,T9m) 
5 Alcohol in concentrations of about 10% in the 

stomach results in an acid rich secretion. Alcoholic 
drinks of 40% concentration and over are quite 
irritating to the gastric mucosa and cause conges- 
tive hyperemia and inflammation of the gastric mu- 
w cosa and can produce erosive gastritis (See Ritch- 
ie, J. M., "The Aliphatic Alcohols", The Phar- 
maclogical Basis of Therapeutics , 7tFT~Edition f 
MacMillan Publishing Co, N.Y., p 372-386, 1985). 
The irritation produced by alcohol stimulates sensi- 
75 tized visceral afferent nerves which accompany the 
abdominal sympathetic pathway and is responsible 
for the symptom of abdominal discomfort which 
accompanies overindulgence. Inflammation also 
generally lowers the threshold for pain from vis- 

20 ceral distention or exaggerated muscular contrac- 
tion ( See Lorber, S. H., and V. P. Dimoso, Jr., 
"Diseases of the Gastrointestinal Tract", The Biol- 
ogy of Alcoholism , Vol 3, Clinical Pathology, "Pl^ 
num Press, N.Y., p 339-357, 1974). 

25 Heartburn or pyrosis is frequently associated 

with overindulgence and is the result of reflux of 
acidic gastric content into the lower esophagus 
after a large meal or excessive alcohol intake. 
Heartburn is described as a sensation of warmth or 

30 burning located substernally or high in the epi- 
gastrum with occasional radiation into the neck and 
occasionally to the arms. 

Treatment of the gastric mucosal irritation and 
heartburn associated with overindulgence due to 

35 alcohol has traditionally been directed toward re- 
ducing gastric acidity with various oral antacids. 
Recent introduction of H 2 receptor blocking agents 
has added another dimension to the treatment regi- 
men and has only lately been considered as a 

40 routine therapy for gastric mucosal irritation due to 
a variety of causes. Histamine is known to stimu- 
late the release of gastric acid. Evidence is avail- 
able that blocking the histamine gastric response is 
possible with agents which selectively block the Hi 

45 receptor. Similarly, combinations of Hi and H 2 re- 
ceptor blocking agents have been shown to have a 
synergistic effect on protecting the gastric mucosa. 
An appropriate treatment of heartburn or pyrosis 
could encompass a composition containing an Hi 

so receptor blocking agent, an H 2 receptor blocking 
agent or a combination of the two depending upon 
the desired result or severity of the condition. 

Headache due to excessive food or alcohol 
ingestion is a much more obscure subject. While 
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the etiology of the common headache due to over- 
indulgence may be related to the essential oils, 
metabolic by-products of ethyl alcohol metabolism 
or osmotic changes induced by the anhydrous na- 
ture of the alcohol itself, specific details of the 
mechanism are difficult to determine. Should etiol- 
ogies and mechanisms of headache production be 
more precisely known, therapy can be more spe- 
cifically oriented. Meanwhile, treatnient has been 
directed at avoidance and symptomatic therapy 
with analgesic compositions, e.g. aspirin or APAP 
(See Adams, A. D. and J. B. Martin, "Headache", 
Harrison's Principles of Internal Medicine , 11th 
Edition, McGraw Hill Book Company, N.Y.. p 26-33, 
1986). 

The treatment of the symptoms of overindul- 
gence often requires the co-administration of an 
analgesic to relieve the headache along with an 
agent to reduce gastric acidity which is generally 
believed to cause the indigestion and heartburn. 
For example, effervescent products comprising as- 
pirin or APAP combined with an antacid such as 
sodium or calcium carbonates have been commer- 
cially available as treatments for the symptoms of 
overindulgence. 

The concept of combining an agent to reduce 
or inhibit the production of gastric acid with an 
analgesic in a single composition has, however, 
heretofore been overlooked as a method of treating 
overindulgence. Such a combination would be a 
significant advance and meet a long felt need for 
treating the symptoms of overindulgence, permit- 
ting a single composition to more effectively treat 
all the symptoms concurrently. 



Summary of the Invention 



The foregoing object of fulfilling a long felt 
need for pharmaceutical compositions which can 
relieve the symptoms of overindulgence defined 
herein as headache and acid indigestion has now 
been accomplished in accordance with the com- 
positions and methods of the present invention. 

In accordance with the purposes of the inven- 
tion, as embodied and fully described herein, the 
invention comprises pharmaceutical compositions 
for treating the symptoms of overindulgence com- 
prising an analgesic effective amount of an NSAID 
or APAP and a gastric acid inhibiting effective 
amount of an Hi or H 2 blocker, a proton pump 
inhibitor or a combination thereof. 

In preferred embodiments the NSAID is se- 
lected from the group consisting of propionic acid 
derivatives including ibuprofen, fenoprofen, 
naproxen and ketoprofen; fenamic acid derivatives, 
including meclofenamate and mefenamic acid; ox- 
icams,. including piroxicam; indole acetic acids, in- 



cluding indomethacin, sulindac, tolmetin; and phar- 
maceutical^ acceptable salts thereof. The pre- 
ferred Hi or H2 or proton pump inhibitors are 
selected from the group consisting of the H2 recep- 

5 tor blocking drugs cimetidine, ranitidine and 
famotidine; the proton pump inhibitor drug 
omeprazole; and the Hi receptor blocking drugs, 
from the group ethanolamines including diphen- 
hydramine, dimenhydrimate, carbinoxamine, from 

10 the group ethylenediamines, including tripelen- 
namine, pyrilamine, from the group aikylamines, 
including cholphenirdmine, from the group 
piperazines, including hydroxyzine, cyclizine, 
meclizine, from the group phenothiarinec. including 

75 promethazine. In more preferred embodiments the 
APAP or ibuprofen are used in combination with 
cimetidine. 

As embodied and broadly described herein, 
the invention further comprises a method for treat- 

20 ing the symptoms of overindulgence comprising 
administering a combination pharmaceutical com- 
position to a patient comprising an analgesic effec- 
tive amount of APAP or an NSAID and a gastric 
acid inhibiting effective amount of an Hi or H 2 

25 blocker, a proton pump inhibitor or a combination 
thereof as is described above. 



Detailed Description of Preferred Embodiments of 
30 the Invention 

Reference will now be made in detail to pre- 
ferred embodiments of the invention, examples of 
which are illustrated in the following examples sec- 
35 tion. 

To achieve the object of the invention of pro- 
viding a pharmaceutical composition for treating 
the symptoms of overindulgence an analgesic ef- 
fective amount of APAP or an NSAID is combined 

40 with a gastric acid inhibiting effective amount of an 
Hi or H 2 blocker or a proton pump inhibitor or a 
combination thereof. 

The treatment of overindulgence is directed to 
the symptomatic relief of the complaints of acid 

45 indigestion and headache. This requires the use of 
an agent which would treat the headache, abdomi- 
nal discomfort and reduce the intraluminal gastric 
acidity. Since no single agent has been found to be 
capable of treating the multiple symptons of overin- 

50 dulgence, a composition such as is described in 
this invention is recommended. 

APAP, a well-known clinically proven analgesic 
and antipyretic, produces analgesia by elevating 
the pain threshold. APAP is indicated as an analge- 

55 sic for both acute and chronic pain conditions, 
including arthritic and rheumatic conditions involv- 
ing musculoskeletal pain, headache, dysmenorrhea, 
myalgias and neuralgias. APAP is an extremely 
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safe analgesic, rarely producing side-effects and is 
especially well tolerated by aspirin-sensitive pa- 
tients. (Seegers, A. J. M„ L. P. Jager, and J. Van 
Noordwijk, "Effects of Phenacetin Parcetamol and 
Caffeine on the Erosive Activity of Acetylsalicylic 5 
Acid in the Rat Stomach: Dose-Response Relation- 
ships, Time Course of Erosion Development and 
Effects of Acid Secretion", J. Pharmacol , 31:840- 
848, 1979), have shown that APAP decreases the 
gastric erosive activity of a strongly ulcerogenic 10 
NSAID. (Stern, A. I., D. L. Hogan, L H. Kahn, and 
J. 1 . Isenberg, "Protective Effect of Acetaminophen 
Against Aspirin - and EthanoMnduced Damage to 
the Human Gastric Mucosa", Gastroenterolo gy 
86:728-733, 1984), have additionally shown that a 15 
single dose of APAP prevents a significant amount 
of gastric mucosal damage caused by both aspirin 
and alcohol. Further, APAP is particularly well suit- 
ed as an analgesic in patients with hemostatic 
disturbances as well as in patients with upper gas- 20 
trointestinal disorders including ulcers, gastritis and 
hiatus hernia. 

Aspirin and other NSAIDs are commonly used 
for the treatment of pain and inf (animation of a 
variety of etiologies. The mechanism of action of 25 
this class of drugs is by inhibition of the enzyme of 
prostaglandin synthetase, both contraily and pe- 
ripherally. The peripheral prostaglandin synthetase 
inhibiting activity of aspirin and other NSAIDs is 
responsible for the anti-inflammatory and analgesic 30 
activity as well as for many of the varied side- 
effects of these drugs. Aspirin is specifically ex- 
cluded from this invention since aspirin, by itself, 
causes severe inflammation of the gastric mucosa.' 
In the presence of alcohol, this effect of aspirin is 35 
enhanced. Similarly, prolongation of bleeding time 
induced by aspirin, is enhanced in the presence of 
alcohol ( See Deykin, D., P. Janson and L 
McMahon, "Ethanol Potentiation of Aspirin-Induced 
Prolongation of the Bleeding Time", New England 40 
Journal of Medicine , 306:852-854T~1982). For 
these reasons aspirin is not a rational choice either 
alone or in combination with other compositions for 
treating acid indigestion in general and as it relates 
to overindulgence. While other NSAIDs can by 45 
themselves lead to increased stomach upset, this 
effect is not as severe as with aspirin, and they are 
thus useful in treating the symptoms of overindul- 
gence in accordance with the combination com- 
position of the invention. 50 

The presence of gastrin, acetylcholine and his- 
tamine in the stomach interacting with the his- 
tamine receptor on the parietal cell results in the 
increased secretion of hydrochloric acid. The activ- 
ity of gastrin and acetylcholine are believed to be 55 
influenced by histamine. Inhibition of the histamine 
receptor prevents the attachment of histamine to 
the parietal cell and subsequently inhibits acid se- 



cretion. Omeprazole, a proton pump inhibitor, ir- 
reversibly inhibits the enzyme responsible for acid 
production. 

The histzmine receptors are differentiated by 
the class of inhibitor so that while the acid secret- 
ing histamine receptor is called an H 2 receptor with 
the inhibitors of this site being called the H 2 recep- 
tor blocker, the histamine Hi receptor site blockers 
comprise another class of antihistamine drugs. The 
combination of Hi and H 2 blockers can synergisti- 
cally protect the gastrointestinal mucosa from the 
effects of chemically induced damage such as oc- 
curs in alcohol and food related overindulgence. 

The composition of the present invention shall 
preferably contain a combination of the following 
compositions or their pharmaceuticaliy acceptable 
salts either acetaminophen from 500 to 1000 mg 
per dose or one of several NSAIDs from the group 
of: propionic acid derivatives including ibuprofen 
(the term ibuprofen is meant to include administra- 
tion of both the racemic mixture of R- and S- 
enantiomers and the substantially pure S-enan- 
tiomer which is the analgesic active form of 
ibuprofen) from 200 to 400 mg per dose; naproxen 
from 200 to 500 mg per dose; fenoprofen from 200 
to 600 mg per dose; ketoprofen from 50 to 300 mg 
per dose, meclofenamate from 50 to 400 mg per 
dose, mefenamic acid from 250 to 500 mg per 
dose; piroxicam from 10 to 20 mg per dose; in- 
domethacin from 25 to 200 mg per dose, sulindac 
from 150 to 400 mg per dose, tolmetin from 200 to 
1200 mg per dose; in combination with the H 2 
receptor blocking drugs including cimetidine from 
150 to 800 mg per dose; ranitidine from 50 to 300 
mg per dose; famotidine from 5 to 40 mg per dose; 
or in combination with the proton pump inhibitor 
drugs including omeprazole from 100 to 500 mg 
per dose; and/or an Hi receptor blocking drug from 
the group ethanoiamines including diphen- 
hydramine 25 to 200 mg per dose; dimenhydrimate 
from 50 to 400 mg per dose, carbinoxamine from 4 
to 8 mg per dose; from the group ethyienediamines 
including tripelennamine frog 25 to 300 mg per 
dose; pyrilamine from 25 to 300 mg per dose; from 
the group alkylamines including chorpheniramine 
from 2 to 24 mg per dose, from the group 
piperazines including hydroxyzine from 25 to 100 
mg per dose, cyclizine from 50 to 300 mg per 
dose, meclizine from 8 to 400 mg per dose; and 
from the group phenothiazines including pro- 
methazine from 12.5 to 50 mg per dose. 

The dosage ranges described above are pre- 
ferred adult doses and may vary depending upon 
the age and weight of the patient as would be 
known by those skilled in the pharmaceutical arts. 
Further, if a combination of, for example an Hi and 
H 2 blocker is used, the dosage for each may be 
reduced. 
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To establish the efficacy of the composition of 
this invention in humans, patients suffering from 
the symptoms of overindulgence which will include 
any of the constellation of signs of indigestion, 
upper abdominal discomfort, bloating, heartburn or 
pyrosis and headache can be administered ac- 
etaminophen or a non-steroidal anti-inflammatory 
drug with and without histamine receptor blockers 
(Hi and/or H 2 blocking agents). To determine ef- 
ficacy, patients are asked to subjectively estimate 
onset of relief, duration of relief and time to maxi- 
mum relief. Appropriate statistical methods are 
used to show that on the average, acetaminophen 
or non-steroidal anti-inflammatory agents with Hi 
histamine and/or H 2 histamine receptor blocking 
drugs are more efficacious. 

Since appropriate animal models for the evalu- 
ation of overindulgence are not available, studies 
will not be conducted involving laboratory animals. 

Other ingredients both active and inactive can 
be added to the combination pharmaceutical com- 
positions of the invention. For example, flavoring 
compositions are desirably added to chewable and 
liquid dosage forms. Further, antidiarrheal, antiflatu- 
lent, antispasmodic and/or anticholinergic composi- 
tions may be added to the compositions of the 
invention to reduce and relieve gastrointestinal dis- 
tress, which may be associated with acid indiges- 
tion. Exzmples of antidiarrheals include loperamide, 
attapulgite, bismuth subsalicylate, diphenoxylate 
HCI, polycarbophil, calcium polycarbophil and mix- 
tures thereof. An example of an antiflatulent is 
simethicone. Examples of antispasmodics include 
phenobarbital dicyclomine HCI, belladonna alka- 
loids, and atropine. 



Examples 

The invention will now be illustrated by exam- 
ples. The examples are not intended to be limiting 
of the scope of the present invention but read in 
conjunction with the detailed and general descrip- 
tion above, provide further understanding of the 
present invention and an outline of a process for 
preparing the compositions of the invention. Exam- 
ple 1-14 disclose various formulations for preparing 
tablets or caplets in accordance with the invention. 
Various conventional techniques for preparing me- 
dicament tablets or caplets can be employed as 
would be known to those skilled in the art as is 
disclosed for example by Remington's Pharmaceu- 
tle Sciences , flack Publishing Co., Chapter 90, 
""Oral Solid Dosage Forms", pp, 1603-1632 (1985). 



Example 1 : 



A tablet consisting of: 
500 mg of acetaminophen; 
150 mg of cimetidine; and 
other auxiliary agents and coloring agents. 

5 

Example 2: 



10 A tablet consisting of: 

500 mg of acetaminophen; 
mg of diphenhydramine; and 
other auxiliary agents and coloring agents. 

75 

Example 3: 



A tablet consisting of: 
20 200 mg of ibuprofen; 

1 50 mg of cimetidine; and 

other auxiliary agents and coloring agents. 



25 Example 4: 



A tablet consisting of: 
200 mg of ibuprofen; 
30 mg of ranitidine; and 

other auxiliary agents and coloring agents. 



Example 5: 

35 

A tablet consisting of: 
200 mg of ibuprofen; 
mg of diphenhydramine; and 
40 other auxiliary agents and coloring agents. 



Example 6: 

45 

A tablet consisting of: 
500 mg of acetaminophen; 
50 mg of ranitidine; and 
other auxiliary agents and coloring agents. 

50 

Example 7: 



55 A tablet consisting of: 

500 mg of acetaminophen; 
150 mg of cimetidine; 
25 mg of diphenhydramine; and 



5 
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other auxiliary agents and coloring agents. 



other auxiliary agents and coloring agents. 



Example 8: 



Example 14: 



A tablet consisting of: 
200 mg of ibuprofen; 
350 mg of cimetidine; 
mg of diphenhydramine; and 
other auxiliary agents and coloring agents. 



Example 9: 



A tablet consisting of: 
500 mg of acetaminophen; 
50 mg of ranitidine; 
25 mg of diphenhydramine; and 
other auxiliary agents and coloring 



10 



15 



20 



A tablet consisting of: 
200 mg ibuprofen; 
60 mg omeprazole; 
25 mg diphenhydramine; and 
other auxiliary agents and coloring agents. 

Various other dosage forms can be applied 
herein such as a filled gelatin capsule, liquid 
emulsion/suspension or chewable tablet form em- 
ploying the dosage actives provided above or other 
dosage amounts in accordance with the present 
invention. A liquid suspension of ibuprofen to which 
cimetidine, diphenhydramine, ranitidine or combi- 
nations thereof in the amounts provided above can 
be added to the ibuprofen suspension disclosed in 
EP-A-90307001.9. 



Example 1 0: 



A tablet consisting of: 
200 mg of ibuprofen; 
50 mg of ranitidine; 
25 mg of diphenhydramine; and 
other auxiliary agents and coloring agents. 



Example 11: 



25 



30 



35 



A tablet consisting of: 
500 mg of acetaminphen; 
60 mg of omeprazole; and 
other auxiliary agents and coloring agents. 



Example 12: 

A tablet consisting of: 
200 mg ibuprofen; 
mg omeprazole; and 

other auxiliary agents and coloring agents. 

Example 13: 



A tablet consisting of: 
500 mg acetaminophen; 
60 mg omeprazole; 
25 mg diphenhydramine; and 



40 



45 



50 



55 



Method of Treating Patients for the Symptoms of 
Overindulgence 

A patient exhibiting the symptoms or suffering 
from the symptoms of overindulgence is treated by 
the oral administration of one tablet of the phar- 
maceutical composition in accordance with any of 
Examples 1-14. 

The scope of the present invention is not limit- 
ed by the description, examples and suggested 
uses herein and modifications can be made without 
departing from the spirit of the invention. For exam- 
pie, the pharmaceutical compositions of the inven- 
tion may be provided in a sustained release for- 
mulation for prolonged and/or nightime treatment of 
the symptoms of overindulgence. Application of the 
compositions and methods of the present invention 
for medical and pharmaceutical uses can be ac- 
complished by any clinical, medical and pharma- 
ceutical methods and techniques as are presently 
or prospectively known to those skilled in the art. 
Thus it is intended that the presently claimed in- 
vention cover the modifications and variations of 
this invention provided that they come within the 
scope of the appended claims and their equiv- 
alents. 



Claims 

1. A pharmaceutical composition comprising: 

an analgesic effective amount of acetaminophen or 

a non-steroidal anti-inflammatory drug; and 

a gastric acid inhibiting effective amount of an Hi 

or H 2 receptor blocker, a proton pump inhibitor or a 
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combination thereof. 

2. The composition of claim 1 wherein the non- 
steroidal anti-inflammatory drug is a propionic acid 
derivative, a fenamic acid derivative, an oxicam, an 
indole acetic acid or a pharmaceutically acceptable 
salt thereof. 

3. The composition of claim 1 or claim 2 wherein 
the acetaminophen or non-steroidal anti- inflamma- 
tory drug, selected from ibuprofen, fenoprofen, 
naproxen, ketoprofen, meclofenamate, mefenamic 
acid, piroxicam, indomethacin, stilindac, tolmetin, 
or a pharmaceutically acceptable salt thereof, is 
combined with: 

one of the H 2 receptor blocking drugs cimetidine, 
ranitidine and famotidine; 

the proton pump inhibitor drug omeprazole; or one 
of the Hi receptor blocking drugs diphen- 
hydramine, dimenhydrimate, carbinoxamine, 
tripelennamine, pyrilamine, chorpheniramine, 
hydroxyzine, cyclizine, meclizine, promethazine; 
or a pharmaceutically acceptable salt thereof. 

4. The composition of any one of claims 1 to 3 
which contains: 

acetaminophen from 500 to 1000mg per dose, 
ibuprofen from 200 to 400 mg per dose, naproxen 
from 200 to 500 mg per dose, fenoprofen from 200 
to 600 mg per dose, ketoprofen from 50 to 300 mg 
per dose, meclofenamate from 50 to 400 mg per 
dose, mefenamic acid from 250 to 500 mg per 
dose, piroxicam from 10 to 20 mg per dose, in- 
domethacin from 25 to 200 mg per dose, sulindac 
from 150 to 400 mg per dose, tolmetin from 200 to 
1200 mg per dose or a pharmaceutically accept- 
able salt thereof; 
in combination with: 

cimetidine from 150 to 800 mg per dose, ranitidine 
from 50 to 300 mg per dose, famotidine from 5 to 
40 mg per dose, omeprazole from 100 to 500 mg 
per dose, diphenhydramine from 25 to 200 mg per 
dose, dimenhydrimate from 50 to 400 mg per 
dose, carbinoxamine from 4 to 8 mg per dose, 
tripelennamine from 25 to 300 mg per dose, 
pyrilamine from 25 to 100 mg per dose, chlor- 
pheniramine from 2 to 24 mg per dose, hydrox- 
yzine from 25 to 100 mg per dose, cyclizine from 
50 to 300 mg per dose, meclizine from 8 to 400 
mg per dose, promethazine from 12.5 to 50 mg per 
dose, a pharmaceutically acceptable salt thereof or 
a combination thereof. 

5. The composition of any one of claims 1 to 4 
comprising fenoprofen, ketoprofen, meclofenamate, 
mefenamic acid, piroxicam, indomethacin, sulindac, 
tolmetin or a pharmaceutically acceptable salt 
thereof, and 

(a) cimetidine, ranitidine or famotidine; or 

(b) diphenhydramine, dimenhydrimate, carbinox- 
amine, tripelennamine, pyrilamine, chlor- 
pheniramine, hydroxyzine, cyclizine, meclizine 



10 



15 



20 



25 



30 



35 



40 



or promethazine; or 

(c) a combination of a drug from group (a) and a 
drug from group (b). 

6. The composition of any one of claims 1 to 5 
comprising: 

a combination of acetaminophen and cimetidine; 
a combination of ibuprofen and cimetidine; or 
a combination of naproxen anddiphenhydramine. 

7. The composition of any one of claims 1 to 6, in 
oral tablet caplet, chewabie or liquid dosage form. 

8. The composition of any one of claims 1 to 7, for 
use in treating the symptoms of over indulgence. 

9. A method for producing the composition of any 
one of claims 1 to 8 which comprises forming a 
pharmaceutical composition containing: 

an analgesic effective amount of acetaminophen or 
a non-steroidal anti-inflammatory drug; and 
a gastric acid inhibiting amount of an Hi or H2 
receptor blocker, a proton pump inhibitor or a com- 
bination thereof. 



45 



50 



55 
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